=> d his 



(FILE 'HOME' ENTERED AT 15:12:33 ON 03 OCT 2006) 

FILE » REGISTRY' ENTERED AT 15:13:00 ON 03 OCT 2006 
LI STRUCTURE UPLOADED 

L2 7 S LI FAN FULL 

FILE 'CAPLUS' ENTERED AT 15:14:21 ON 03 OCT 2006 

L3 143 S L2/THU 

L4 3 S L3 AND (NEUROPATHIC OR (COMPLEX (W) REGIONAL (W) PAIN) OR (REFLEX 

L5 9 S L3 AND PAIN 

L6 2 S L5 NOT PY>2003 

FILE 'USPATFULL' ENTERED AT 15:17:35 ON 03 OCT 2006 

L7 51 S L2 

L8 25 S L7 AND PAIN 

L9 2 S L8 NOT PY>2003 

LIO 10 S L8 AND IMMUNOMOD? 

Lll 0 S LIO NOT PY>2003 

L12 23 S L7 AND IMMUNOMOD? 

L13 1 S L12 NOT PY>2003 

FILE 'CAPLUS' ENTERED AT 15:21:00 ON 03 OCT 2006 

INDEX 'ADISCTI, ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, ANTE, AQUALINE, 
AQUASCI, BIOENG, BIOSIS, BI0TECH7VBS, BIOTECHDS, BIOTECHNO, CABA, CAPLUS, 
CEABA-VTB, CIN, CONFSCI, CROPB, CROPU, DDFB, DDFU, DGENE, DISSABS, DRUGS, 
DRUGM0N0G2, DRUGU, EMBAL, EMBASE, ENTERED AT 15:21:09 ON 03 OCT 2 006 

SEA IMMUNOMOD? AND PAIN 
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USPATFULL 
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VETO 


1205 
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1205 


FILE 


WPINDEX 



L14 QUE IMMUNOMOD? AND PAIN 



FILE 'EMBASE, CAPLUS » ENTERED AT 15:21:56 ON 03 OCT 2006 

L15 106 S IMMUNOMOD? AND (NEUROPATHIC OR (COMPLEX (W) REGIONAL (W) PAIN) OR 

L16 22 S L15 NOT PY>2002 

L17 20 DUP REM L16 (2 DUPLICATES REMOVED) 

L18 29 S IMMUNOMOD? AND ( (COMPLEX (W) REGIONAL (W) PAIN) OR (REFLEX (W) SYMP 

L19 5 S L18 NOT Py>2002 

L20 5 DUP REM L19 (0 DUPLICATES REMOVED) 

L21 591 S L2 

L22 11 S L21 NOT PY>2002 

L23 6 S L22 AND { (TNF- ALPHA) OR (TUMOR (W) NECROSIS (W) FACTOR) ) 



INDEX 'ADISCTI, ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, ANTE, AQUALINE, 
AQUASCI, BIOENG, BIOSIS, BIOTECHABS, BIOTECHDS, BIOTECHNO, CABA, CAPLUS , 
CEABA-VTB, CIN, CONFSCI, CROPB, CROPU, DDFB, DDFU, DGENE, DISSABS, DRUGB, 
DRUGM0N0G2, DRUGU, EMBAL, EMBASE, ENTERED AT 15:28:54 ON 03 OCT 2 006 

SEA {(TNF-ALPHA) OR (TUMOR (W) NECROSIS (W) FACTOR) ) AND { (COMPLEX ( 
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13 
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WPINDEX 



L24 QUE ((TNF-ALPHA) OR (TUMOR (W) NECROSIS (W) FACTOR)) AND ( (COMPLE 



FILE 'EMBASE, CAPLUS' ENTERED AT 15:31:04 ON 03 OCT 2006 
L25 32 S ((TNF-ALPHA) OR (TUMOR (W) NECROSIS (W) FACTOR) ) AND ( (COMPLEX (W) 

L26 25 DUP REM L25 (7 DUPLICATES REMOVED) 

L27 5 S L26 NOT PY>2003 



=> file registry 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
0-21 



TOTAL 
SESSION 
0.21 



FULL ESTIMATED COST 



FILE 'REGISTRY' ENTERED AT 15:13:00 ON 03 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 2 OCT 2006 HIGHEST RN 909344-31-6 

DICTIONARY FILE UPDATES: 2 OCT 2006 HIGHEST RN 909344-31-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www . cas . org/ ONLINE/UG/regprops . html 



chain nodes : 

8 9 18 19 20 21 22 23 24 25 26 27 28 29 30 
ring nodes : 

1 2 3 4 5 6 7 10 11 12 13 14 15 16 17 
chain bonds : 

1-9 2-7 2-30 3-26 3-27 4-28 4-29 5-8 6-19 10-21 10-22 13-20 14-18 15-23 

16-24 17-25 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-10 7-13 10-11 11-12 11-14 12-13 12-17 14-15 
15-16 16-17 
exact/norm bonds : 

1- 2 1-6 1-9 2-3 2-7 3-4 4-5 5-6 5-8 7-10 7-13 10-11 12-13 13-20 14-18 
exact bonds : 

2- 30 3-26 3-27 4-28 4-29 6-19 10-21 10-22 15-23 16-24 17-25 
normalized bonds : 

11-12 11-14 12-17 14-15 15-16 16-17 



= > 



Uploading C:\Program Files\Stnexp\Queries\10693794elected. str 




Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:CLASS 9:CLASS lOrAtom 
ll:Atom 12: Atom 13 : Atom 14:Atom 15: Atom 16: Atom 17:Atom ISzCLASS 19:CLASS 
20:CLASS 21:CIiASS 

22:CLASS 23:CIiASS 24:CIiASS 25:CIjASS 26:CLASS 27:CLASS 28:CIjASS 29:CLASS 
30: CLASS 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 fam full 

FULL SEARCH INITIATED 15:13:27 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2 37 TO ITERATE 

100.0% PROCESSED 237 ITERATIONS 7 ANSWERS 

SEARCH TIME: 00.00.02 

L2 7 SEA FAM FUL LI 

=> d 12 scan 

L2 7 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-amino-l, 3-dihydro-l-oxo-2H-isoindol-2-yl) (+) - 

(9CI) 

MF C13 H13 N3 03 



Rotation (+) . 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L2 7 ANSWERS REGISTRY COPYRIGHT 2 006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-amino-l, 3 -dihydro-l"OXO-2H-isoindol-2 -yl) ~, 

dihydrate {9CI) 
MF C13 H13 N3 03 . 2 H2 0 




• 2 H2O 



L2 7 ANSWERS REGISTRY COPYRIGHT 2 006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-amino-l, 3-dihydro-l-oxo-2H-isoindol-2-yl) 

(3S)- {9CI) 
MF C13 H13 N3 03 

Absolute stereochemistry. 




O 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 7 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-amino-l, 3 -dihydro-1 -0x0- 2H-isoindol- 2 -yl) (-) - 



(9CI) 

MF C13 H13 N3 03 



Rotation (-) . 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L2 7 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-amino-l, 3 -dihydro-l-oxo-2H-isoindol-2-yl) 

(3R)- OCX) 
MF C13 H13 N3 03 

Absolute stereochemistry. 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 7 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 2, 6-Piperidinedione, 3- (4-aTnino-l, 3-dihydro-l-oxo-2H-isoindol-2-yl) 

hydrate (2:1) (9CI) 
MF C13 H13 N3 03 . 1/2 H2 0 




• l/2 H2O 



L2 7 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 2 , 6-Piperidinedione, 3- (4-amino-l, 3-dihydro-l-oxo-2H-isoindol-2-yl) - (9CI) 

MF C13 H13 N3 03 

CI COM 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



ALL ANSWERS HAVE BEEN SCANNED 



TOTAL 
SESSION 
66.34 

FILE . 'CAPLUS' ENTERED AT 15:14:21 ON 03 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



=> file caplus 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 66.13 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 3 Oct 2006 VOL 145 ISS 15 
FILE LAST UPDATED: 2 Oct 2006 (20061002/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www . cas . org/inf ©policy . html 

=> s 12/thu 

154 L2 
817640 THU/RL 
L3 143 L2/THU 

(L2 (L) THU/RL) 

=> s 13 and (neuropathic or (complex (w) regional (w) pain) or 
(reflex (w) sympathetic (w) dystrophy or causalgia) ) 
3964 NEUROPATHIC 
1285265 COMPLEX 
65936 REGIONAL 



4 6112 PAIN 

118 COMPLEX (W) REGIONAL (W) PAIN 
24 627 REFLEX 
3 9225 SYMPATHETIC 
12622 DYSTROPHY 

160 REFLEX (W) SYMPATHETIC (W) DYSTROPHY 

118 CAUSALGIA 

L4 3 L3 AND (NEUROPATHIC OR (COMPLEX (W) REGIONAL (W) PAIN) OR (REFLEX (W) 

SYMPATHETIC (W) DYSTROPHY OR CAUSALGIA)) 

=> d 14 1-3 ti 

L4 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Methods and compositions using immunomodulators for the treatment, 

prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

L4 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 



=> d 14 1-3 ti abs bib 



L4 
TI 



A£ 



ANSWER 1 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 

Methods and compositions using immunomodulators for the treatment, 
prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

Methods are disclosed for treating, preventing and/or managing 
dysfunctional sleep, including but not limited to, dysfunctional sleep 
associated with chronic neurol . or inflammatory condition such as pain and 
neurodegenerative disorders, which comprise the administration of one or 
more immunomodulatory compds . or a pharmaceutically acceptable salt, 
solvate, stereoisomer, clathrate or prodrug thereof, alone or in 
combination with known therapeutics. Pharmaceutical compns., single unit 
dosage forms, and kits suitable for use in methods of the invention are 
also disclosed. Immunomodulatory compds. include e.g. 
4-amino-2- [2 , 6-dioxo (3 -piperidyl) ] isoindoline-1 , 3 -dione . 
2005:1078258 CAPLUS <<LOGINID : : 20061003>> 
143:339698 

Methods and compositions using immunomodulators for the treatment, 
prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

Zeldis, Jerome B.; Manning, Donald C. ; Faleck, Herbert 
USA 

U.S. Pat. Appl. Publ., 21 pp. 
CODEN: USXXCO 

Patent 
English 
FAN.CNT 1 
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PRAI US 2004-559261P P 20040401 

L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

AB Methods for treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound, or a pharmaceutically acceptable salt, solvate, 
hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery, psychol. or phys. 
therapy. Pharmaceutical compns., single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 

AN 2005:426405 CAPLUS <<LOGINID: :20061003>> 

DN 142:457122 

TI Methods of using and compositions comprising immunomodulatory compounds 

for treatment, modification, and management of pain 
IN Zeldis, Jerome B.; Faleck, Herbert; Manning, Donald C. 
PA Celgene Corporation, USA 
SO PCT Int. Appl., 62 pp. 
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L4 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 
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AB Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound of formula (I) , or a pharmaceutical ly acceptable 
salt, solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone 
or in combination with a second active agent and/or surgery, psychol. or 
phys. therapy. Pharmaceutical compns., single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 

AN 2004:368888 CAPLUS <<LOGINID :: 20061003 >> 

DN 140:368712 

TI Methods of using and compositions comprising immunomodulatory compounds 

for treatment, modification and management of pain 
IN Zeldis, Jerome B.; Faleck, Herbert; Manning, Donald C. 
PA Celgene Corporation, USA 
SO PCT Int. Appl., 53 pp. 
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L6 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 

an MMP inhibitor 

AB The use of a substance that inhibits disk-related nerve -irritating 

substances for the production of a pharmaceutical composition for treatment of 

low 

back pain and/or whiplash-associated disorder (WAD) is disclosed. 

The substance that inhibits disk-related nerve -irritating substances is, 

e.g., a monoclonal antibody, a soluble cytokine receptor or a receptor 

antagonist, an antisense oligonucleotide, an MMP inhibitor, a quinolone, a 

thalidomide derivative, an inhibitor of IL-1, IL-6, IL-8, or IFN-y, and 

a nitric oxide or eicosanoid blocking substance. Also a method for 

treatment of low back pain and/or whiplash-associated disorder 

(WAD) is disclosed. For example, a male patient diagnosed with sciatica 

due to disk herniation and whiplash-associated disorder (pain in 

the region of the neck that radiated out into both arms after a vehicle 

accident) was treated with an i.v. injection of 2 . 5 mL of Orthogen (an 

IL-1 receptor antagonist) dissolved in 2 . 5 mL saline. The day after the 

injection, the patient reported that the sciatic pain was 

markedly reduced. His problems in the neck region were also greatly 

improved and minor stiffness in the neck and the radiating pain 

in the arms had more or less disappeared. At the follow-up examination 1 wk 

later, he reported that he only suffered minor pain in the legs 

and also in the neck. Four weeks after the injection, the patient 

considered himself free of symptoms, and this was the case also at the 

final follow-up examination at 8 wk. 
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L6 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Use of a TNF inhibitor for the treatment of low back pain 

AB The use of a tumor necrosis factor (TNF) inhibitor for the production of a 
pharmaceutical composition for treatment of low back pain and in 
particular of low back pain due to local irritation of 
annulus -related nerve fibers by disk derived substances is described. 
Also a method for treatment of low back pain is disclosed. For 



example, a patient was given infliximab, a selective monoclonal antibody 
that inhibits only TNF, at 5 mg/kg for treatment of low back pain 

Approx. 1.5 h after completing the administration the patient started 
to feel symptoms of relief regarding his pain. The improvement 
was found to be dramatic at the follow-up examns. and persisted during 4 
wk. 
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L9 ANSWER 1 OF 2 USPATFULL on STN 

TI Isoindole-imide compounds, compositions, and uses thereof 

AB The invention relates to isoindole-imide compounds and pharmaceutical ly 

acceptable salts, hydrates, solvates, clathrates, enantiomers, 
diastereomers, racemates, or mixtures of stereoisomers thereof, 
pharmaceutical compositions comprising these isoindole-imide compounds, 
and methods for reducing the level of cytokines and their precursors in 
mammals. In particular, the invention pertains to isoindole-imide 
compounds that are potent inhibitors of the production of TNF-a in 
mammals. The isoindole-imides described herein are useful for treating 
or preventing diseases or disorders in mammals, for example, cancers, 
such as solid tumors and blood-born tumors; heart disease, such as 
congestive heart failure; osteoporosis; and genetic, inflammatory; 
allergic; and autoimmune diseases* 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Isoindole-imide compounds ; compositions, and uses thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L9 ANSWER 2 OF 2 USPATFULL on STN 

TI Formulatios of adenosine al agonists 

AB The present invention provides a method of treating conditions 

associated with pain and alleviating the symptoms associated 
therewith which comprises administering to a mammal, including man, an 
adenosine Al agonist or a physiologically acceptable salt or solvate 
thereof and an NSAID, e.g. a COX-2 inhibitor, or a physiologically 
acceptable salt or solvate thereof. The present invention also provides 
pharmaceutical formulations and patient packs comprising said 
combinations. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AN 2003:4089 USPATFULL <<LOGINID : : 2 0061003>> 

TI Formulatios of adenosine al agonists 

IN Bountra, Charanjit, Stevenage, UNITED KINGDOM 
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LIO ANSWER 1 OF 10 USPATFULL on STN 

TI Methods for the treatment and management of myeloproliferative diseases 
using 4- (amino) -2- (2 , 6-dioxo (3-piperidyl) ) -isoindoline-1, 3-dione 

LIO ANSWER 2 OF 10 USPATFULL on STN 

TI Methods and compositions using immunomodulatory compounds for 

treatment and management of central nervous system injury 

LIO ANSWER 3 OF 10 USPATFULL on STN 

TI Methods of using and compositions comprising immunomodulatory 

compounds for the treatment and management of pulmonary hypertension 

LIO ANSWER 4 OF 10 USPATFULL on STN 

TI Combination therapy comprising a Cox- 2 inhibitor and an antineoplastic 

agent 

LIO ANSWER 5 OF 10 USPATFULL on STN 

TI Methods and compositions for the treatment, prevention or management of 

dysfunctional sleep and dysfunctional sleep associated with disease 

LIO ANSWER 6 OF 10 USPATFULL on STN 

TI Methods of using and compositions comprising immunomodulatory 

compounds for the treatment and management of skin diseases or disorders 

LIO ANSWER 7 OF 10 USPATFULL on STN 

TI Methods of using and compositions comprising immunomodulatory 
compounds for treatment, modification and management of pain 

LIO ANSWER 8 OF 10 USPATFULL on STN 

TI Methods and compositions for the treatment and management of 
hemoglobinopathy and anemia 

LIO ANSWER 9 OF 10 USPATFULL on STN 

TI Methods of using and compositions comprising immunomodulatory 

compounds for the treatment and management of asbestos-related diseases 

and disorders 
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TI Methods of using and compositions comprising immunomodulatory 

compounds for the treatment and management of myeloproliferative 
diseases 
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LIO ANSWER 1 OF 10 USPATFULL on STN 

TI Methods for the treatment and management of myeloproliferative diseases 



using 4 - (amino) -2 - (2 , 6-dioxo (3 -piperidyl) ) -isoindoline- 1 , 3-dione 
AB Methods of treating, preventing and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 
an immunomodulatory compound, or a pharmaceutically acceptable 
salt, solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, 
alone or in combination with a second active agent, and/or the 
transplantation of blood or cells. Particular second active agents are 
capable of suppressing the overproduction of hematopoietic stem cells or 
ameliorating one or more of the symptoms of a myeloproliferative 
disease. Pharmaceutical compositions, single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LIO ANSWER 5 OF 10 USPATFULL on STN 

TI Methods and compositions for the treatment, prevention or management of 
dysfunctional sleep and dysfunctional sleep associated with disease 

AB Methods of treating, preventing and/or managing dysfunctional sleep, 

including but not limited to, dysfunctional sleep associated with 
chronic neurological or inflammatory condition such as pain 
and neurodegenerative disorders, which comprise the administration of 
one or more immunomodulatory compounds or a pharmaceutically 
acceptable salt, solvate, stereoisomer, clathrate or prodrug thereof, 
alone or in combination with known therapeutics are disclosed. 
Pharmaceutical compositions, single unit dosage forms, and kits suitable 
for use in methods of the invention are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Methods of using and compositions comprising immunomodulatory 

compounds for treatment, modification and management of pain 

AB Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration 
of an immunomodulatory compound, or a pharmaceutically 
acceptable salt, solvate, hydrate, stereoisomer, clathrate, or prodrug 
thereof, alone or in combination with a second active agent and/or 
surgery, psychological or physical therapy. Pharmaceutical compositions, 
single unit dosage forms, and kits suitable for use in methods of the 
invention are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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compounds for treatment, modification and management of pain 
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LI 3 ANSWER 1 OF 1 USPATFULL on STN 

TI Methods and compositions for the prevention and treatment of 
atherosclerosis, restenosis and related disorders 

AB Methods and compositions for the prevention and treatment of <all forms 
of atherosclerosis are described. Administration of compounds such as 
thalidomide, its analogs, hydrolysis products, metabolites, derivatives 
and precursors as well as additional compounds capable of inhibiting 
tumor necrosis factor a (TNF-a) are used in the invention. 

Also disclosed is the coating of prosthetic devices, such as stents, 
with the compounds of the invention for the prevention and/or treatment 

of restenosis. 
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TI Effects of tramadol on T lymphocyte proliferation and natural killer cell 
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in neuropathic pain. 
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TI D-Penicillamine treatment for chronic sensory ataxic neuropathy associated 
with Sjogren's syndrome 
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TI Gabapentin reverses the allodynia produced by the administration of 
anti-GD2 ganglioside, an immunotherapeutic drug. 
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L20 ANSWER 1 OF 5 CAPLUS COPYRIGHT 2006 ACS on STN 

TI TNF modulators for treating neurological disorders associated with viral 
infection 

AB The invention discloses a method for inhibiting the action of TNF for 

treating neurol . conditions in a human by administering a TNF antagonist 
for reducing the inflammation of neuronal tissue or for modulating the 
immune response affecting neuronal tissue of a human subject. This is 
accomplished by administering a therapeutically effective dosage level of 
TNF antagonist selected from the group consisting of etanercept, 
infliximab, and D2E7 (a human anti-TNF mAb from Knoll Pharmaceuticals) to 
the human subject. In addition, for the viral-associated neurol. disorders, 

the 

following addnl. step is performed: administering a therapeutically 
effective dosage level of an antiviral agent or anti-retroviral agents to 
the human subject. 
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L20 ANSWER 2 OF 5 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 

reserved on STN 
TI Reflex sympathetic dystrophy: Is the immune 

system involved? . 

AB Objective: Evaluation of immune system function in patients with 
reflex sympathetic dystrophy (RSD) . Design: 

Survey on blood samples obtained from RSD patients and from a randomly 



selected control group. The lymphocyte populations (T, B, NK cells), and 
the activated T cells (CD25, and HLA-Dr- positive CD4 and CDS cells) were 
analyzed by flow cytometry with dual-color direct immunofluorescence after 
whole-blood lysis. Clinical chemistry parameters were analyzed in 
additional serum samples. Setting: Tertiary care center (outpatient 
rehabilitation clinic). Subjects: Thirteen patients (nine women) with RSD 
and a control group of 21 healthy individuals. Main Outcome Measures; The 
results of the flow cytometry analysis of RSD patients were related to 
those of the control subjects. Means were analyzed, and confidence 
intervals for differences of the means were calculated. The means of the 
clinical chemical analysis were related to local reference values. 
Results: The flow cytometry analysis did not differ between RSD patients 
and healthy controls Although in some patients an individual parameter of 
clinical chemical analysis differed from its reference value, all of the 
mean values were within reference limits. Stratification on medications 
with immunomodulatory effects and on probability of a definite 
diagnosis of RSD had no influence on the results. Conclusion: No 
association between immunologic indices and RSD was found. This finding 
is relevant, because recent theories stress that it is not the sympathetic 
nervous system but a local inflammatory reaction that is fundamental in 
the pathogenesis of RSD. The results of this study do not support this 
theory. 
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TI Preparation of 10-azatricyclo [4 . 4 . 1 . 05 , 7] undecan-8-amines as substance 
antagonists 

GI 



AB Title compds. [I; Rl = C5-7 cycloalkyl, pyrrolyl, thienyl, pyridyl, 
(substituted) Ph; R2 = furyl, thienyl, pyridyl, indolyl, biphenyl, 
(substituted) Ph; R3 = thienyl, Ph, f luorophenyl, chlorophenyl , 
bromophenyl] , were prepared as substance P antagonists (no data) . Thus, 
(Et02CNH) 2CH2 in C6H6 was refluxed with BF3.Et20 and 1, 3-cycloheptadiene 




N' 



I 



to give 15% n-carboethoxy-7-azabicyclo [3 . 2 . 1] non-8-ene . This was 
converted in several steps to 10-azatricyclo [4 . 4 . 1 . 05 , 7] undecan-8-one, 
which was elaborated to (+) -cis-9-diphenylmethyl-n- [ (2- 
methoxyphenyl) methyl] -10-azatricyclo [4.4.1.05, 7] undecan-8-amine 
dihydrochloride . 
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Preparation of N-alkylquinuclidinium salts as substance P antagonists 



.NHCH2R2 



IT 'CHPh2 X 
Rl I 




AB Title compds. [I; Rl = alkyl, allyl, phenylalkyl, carboxyalkyl , 

alkoxycarbonylalkyl; R2 = (substituted) Ph, thienyl, furyl, pyridyl; X = 
pharmaceutically acceptable counter ion] , were prepared as substance P 
antagonists (no data). Thus, (2S, 3S) -cis-2-diphenylmethyl-N- [ (2- 
methoxyphenyl) methyl] -1-azobicyclo [2 . 2 . 2] octan-3-amine was heated with Mel 
in EtOH to give 49% (2S , 3S) -cis-I (Rl = Me, R2 = 2-MeOC6H4, X = iodo) . 
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TI Preparation of phenylazabicycloalkanes as substance P antagonists 
GI 




AB Title compound I [x, y = 0-4/ z = 1-6; ring containing (CH2)z may contain 0-3 
double bonds and 1 C may be replaced by O, S, or N; Rl = H, (substituted) 
Cl-6 alkyl; R2 = H, Cl-6 alkyl, (substituted) C3-7 cycloalkyl, 
(hetero) aryl, etc.; R3 = (hetero) aryl , cycloalkyl, etc.; R4, R6-R8 = H, 
OH, halo, NH2, C02H, carboxyalkyl , Cl-6 alkoxy, etc.; R = (CH2)mR6, R8; m 
= 0-12; R5 = H, Cl-6 alkyl; CR2R5 = saturated C3-7 carbocyclyl where 1 of the 
C atoms may be replaced by O, N, or S; with provisos] were prepared as 
substance P antagonists useful for the treatment of a number of disorders (no 
data) . Thus, trans-4-amino-2-methyl-3-phenyl-3, 4-dihydro-l (2H) - 
isoquinolinone in HOAc was treated with 3A mol. sieves, followed by 
addition of o-anisaldehyde and NaBH(0Ac)3 to give trans-4-(2- 
methoxybenzylamino) -2 -methyl -3 -phenyl -3 , 4-dihydro-l (2H) -isoquinolinone. 
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TI Immunomodulatory drug CC-5013 overcomes drug resistance and is well 
tolerated in patients with relapsed multiple myeloma 

AB Thalidomide (Thai) can overcome drug resistance in multiple myeloma (tWi) 

but is associated with somnolence, constipation, and neuropathy. In previous 
in vitro studies, we have shown that the potent immunomodulatory derivative of 
thalidomide (IMiD) CC-5013 induces apoptosis or growth arrest even in 
resistant MM cell lines and patient cells, decreases binding of MM cells 
to bone marrow stromal cells (BMSCs) , inhibits the production in the BM milieu 
of cytokines (interleukin-6 [IL-6] , vascular endothelial growth factor 
[VEGF] , tumor necrosis factor-a [ 

TNF-a ]) mediating growth and survival of MM cells, 

blocks angiogenesis, and stimulates host anti-MM natural killer (NK) cell 
immunity. Moreover, CC-5013 also inhibits tumor growth, decreases 
angiogenesis, and prolongs host survival in a human plasmacytoma mouse 
model. In the present study, we carried out a phase 1 CC-5013 
dose-escalation (5 mg/d, 10 mg/d, 25 mg/d, and 50 mg/d) study in 27 
patients (median age 57 yr; range, 40-71 yr) with relapsed and refractory 
relapsed MM. They received a median of 3 prior regimens (range, 2-6 
regimens) , including autologous stem cell transplantation and Thai in 15 
and 16 patients, resp. In 24 evaluable patients, no dose-limiting 
toxicity (DLT) was observed in patients treated at any dose level within the 
first 28 days; however, grade 3 myelosuppression developed after day 2 8 in 
all 13 patients treated with 50 mg/d CC-5013. In 12 patients, dose reduction 
to 25 mg/d was well tolerated and therefore considered the maximal 
tolerated dose (MTD) . Importantly, no significant somnolence, 
constipation, or neuropathy has been seen in any cohort. Best responses 
of at least 25% reduction in paraprotein occurred in 17 (71%) of 24 patients 
(90% confidence interval [CI] , 52%-85%) , including 11 (46%) patients who 
had received prior Thai. Stable disease (less than 25% reduction in 
paraprotein) was observed in an addnl. 2 (8%) patients. Therefore, 17 (71%) 
of 24 patients (90% CI, 52%-85%) demonstrated benefit from treatment. Our 
study therefore provides the basis for the evaluation of CC-5013, either 
alone or in combination, to treat patients with MM at earlier stages of 
disease. 
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TI Thalidomide and its analogues have distinct and opposing effects on 
TNF-a and TNFR2 during co- stimulation of both CD4+ 
and CD8+ T cells 

AB Thalidomide (Thd) is clin. useful in a number of conditions where its 
efficacy is probably related to its anti -TNF-a 

activity. More recently, Thd has also been shown to co-stimulate T cells 
and second generation co- stimulatory (IMiD) analogs are currently being 
. assessed in the treatment of cancer patients. However, in contrast to 
their known suppressive effects during inflammatory stimuli, the effects 
of Thd/IMiDs on TNF-a and TNF receptors (TNFRs) 

during T cell co- stimulation are not known. We sought to determine the effect 

of Thd, two clin. relevant IMiDs {CC-4047, ACTIMID and CC-5013, REVIMID) 

and a non- stimulatory SelCID analog (CC-3052) on TNF- . 

alpha, production and on the expression and shedding of TNFRs during 

CO- stimulation. We found that co- stimulation of PBMC with Thd/IMiDs, but 

not CC-3052, prevented aCD3-induced T cell surface expression of 

TNFR2 and thereby reduced soluble TNFR2 (sTNFR2) levels. However, there was 

no effect on total (surf ace/intracellular) TNFR2 protein expression, 

suggesting inhibition of trafficking to the cell membrane. The extent of 

co-stimulation by Thd/IMiDs (assessed by CD69/CD25 expression and 

IL-2/sIL-2R a production) was similar for CD4+ and CD8+ T lymphocytes and 

correlated with TNFR2 inhibition. Co-stimulation, but not the early 

inhibitory effect on TNFR2, was IL-2 -dependent and led to increased 

TNF-a production by both CD4+ and CD8+ T lymphocytes. 

The clin. relevance of this observation was confirmed by the elevation of 
serum TNF-a during REVIMID treatment of patients 

with advanced cancer. Together, these results suggest a possible role for 
TNF-mediated events during co-stimulation and contrast with the TNF 
inhibitory effects of Thd and its analogs during inflammatory stimuli. 
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TI Novel thalidomide analogues display anti -angiogenic activity independently 
of immunomodulatory effects 

AB The anti-tumor effects of thalidomide have been associated with its 

anti -angiogenic properties- Second generation thalidomide analogs are 
distinct compds . with enhanced therapeutic potential. Although these 
compds. are beginning to enter trials for the treatment of cancer there is 
very little information regarding the anti-angiogenic activity of these 
clin. relevant compds. Furthermore, it is not known how the various 
immunomodulatory activities of these compds. relate to anti-angiogenic 
activity. In this study we assessed the anti-angiogenic activity of 
compds. from both IMiD and SelCID classes of analogs using a novel in 



vitro multicellular human assay system and the established rat aorta 
assay. Our results show that both the IMiDs and SelCIDs tested are 
significantly more potent than thalidomide. The ant i -angiogenic potency 
of the analogs was not related to inhibition of endothelial cell 
proliferation, nor their TNF-a /PDE type 4 

inhibitory properties. However, ant i -migratory effects in vitro and 
inhibition of tumor growth in vivo was observed with the analog IMiD-1 (clin. 
known as REVIMID) . Our results show that ant i -angiogenic activity spans 
both currently defined classes of thalidomide analog and is not related to 
their previously described immunomodulatory properties. Identification of 
the differential effects of these compds. will enable targeting of such 
compds. into the appropriate clin. setting. 
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TI Use of TNF inhibitor for treatment of whiplash associated disorder 

AB The use of a tumor necrosis factor (TNF) 

inhibitor for the production of a pharmaceutical composition for treatment of 
whiplash associated disorder (WAD) is disclosed. Also a method for treatment 
of whiplash associated disorder (WAD) is disclosed. The inhibitor can be a 
specific TNF blocking substance (antibody, receptor antagonist, antisense 
oligonucleotide) or a non-specific TNF blocking substance (MMP inhibitor, 
quinolone, thalidomide, etc.). 
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TI Use of a TNF inhibitor for the treatment of low back pain 

AB The use of a tumor necrosis factor (TNF) 

inhibitor for the production of a pharmaceutical composition for treatment of 

low 

back pain and in particular of low back pain due to local irritation of 
annulus -related nerve fibers by disk derived substances is described. 
Also a method for treatment of low back pain is disclosed. For example, a 
patient was given infliximab, a selective monoclonal antibody that 
inhibits only TNF, at 5 mg/kg for treatment of low back pain. Approx. 1.5 
h after completing the administration the patient started to feel symptoms 
of relief regarding his pain. The improvement was found to be dramatic at 
the follow-up examns . and persisted during 4 wk. 
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TI Amino-substituted thalidomide analogs: potent inhibitors of TNF 
-a production 

AB Thalidomide is a known inhibitor of TNF-a 

release in LPS stimulated human PBMC. Herein we describe the TNF 
-a inhibitory activity of amino substituted analogs of 
thalidomide and its isoindolin-l-one analog, EM-12. The 4-amino 
substituted analogs were found to be potent inhibitors of TNF- , 
alpha, release in LPS stimulated human PBMC. 
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L27 ANSWER 1 OF 5 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 

reserved on STN 
TI Anti -inflammatory actions of acupuncture. 

AB ACUPUNCTURE has a beneficial effect when treating many diseases and 
painful conditions, and therefore is thought to be useful as a 
complementary therapy or to replace generally accepted pharmacological 
intervention. The attributive effect of acupuncture has been investigated 
in inflammatory diseases, including asthma, rhinitis, inflammatory bowel 
disease, rheumatoid arthritis, epicondylitis, complex 
regional pain syndrome type I and vasculitis. Large 

randomised trials demonstrating the immediate and sustained effect of 



acupuncture are missing. Mechanisms underlying the ascribed 
immunosuppressive actions of acupuncture are reviewed in this 
communication. The acupuncture -controlled release of neuropeptides from 
nerve endings and subsequent vasodilative and anti- inflammatory effects 
through calcitonine gene-related peptide is hypothesised. The complex 
interactions with substance P, the analgesic contribution of 
p-endorphin and the balance between ceU-specific pro -inflammatory and 
anti- inflammatory cytokines tumour necrosis factor-a and 
interleukin-lO are discussed. 
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L27 ANSWER 2 OF 5 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

TI Successful treatment with low-dose thalidomide in a patient with both 
Behcet's disease and complex regional pain 
syndrome type I : Case report . 

AB Thalidomide is a recognized treatment of Behcet's disease. Low-dose 

thalidomide seems to be effective in the treatment of orogenital ulcers 
and is potentially safer with a lower incidence of adverse effects than 
higher doses. We wish to report a case of Behcet's disease in a 
3 3 -year-old woman who responded well to thalidomide 50 mg 2 to 4 times per 
week. Her disease manifestations (severe orogenital ulceration, 
pseudofolliculitis, mild thrombophlebitis, positive pathergy response, and 
fatigue) were previously resistant to courses of prednisone, dapsone, 
colchicine, various types of mouthwash, and topical steroid preparations. 
She also gave a history of complex regional 

pain syndrome type I (CRPS 1) over her left patella (severe pain, 
intermittent edema, hyperalgesia, allodynia, cold skin, and loss of 
movement) after a fall onto her left knee 6 years previously. This had 
only partially responded to a variety of treatment modalities. After 
starting thalidomide for her Behcet's disease, the pain in her left knee 
unexpectedly disappeared. There are rat experiments showing that 
thalidomide improves neuropathic pain, probably by selectively blocking 
tumor necrosis factor-alpha production in 

activated macrophages. We believe this is the first report of successful 
use of thalidomide in a human being with CRPS 1, and we therefore 
recommend that thalidomide should be considered in the treatment of CRPS 
1. 
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L27 ANSWER 3 OF 5 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

TI Evidence for local inflammation in complex regional 
pain syndrome type 1. 

AB Background: The pathophysiology of complex regional 

pain syndrome type 1 (CRPS 1) is still a matter of debate. 
Peripheral afferent, efferent and central mechanisms are supposed. Based 
on clinical signs and symptoms (e.g. oedema, local temperature changes and 
chronic pain) local inflammation is suspected. Aim: To determine the 
involvement of neuropetides , cytokines and eicosanoids as locally formed 
mediators of inflammation. Methods: In this study, nine patients with 
proven CRPS 1 were included. Disease activity and impairment was 
determined by means of a Visual Analogue Scale, the McGill Pain 
Questionnaire, the difference in volume and temperature between involved 
and uninvolved extremities, and the reduction in active range of motion of 
the involved extremity. Venous blood was sampled from and suction 
blisters made on the involved and uninvolved extremities for measurement 
of cytokines interleukin (IL)-6, IL-ip and tumour necrosis 
f actor-a ( TNF-a ) , the neuropetides NPY and 

CROP, and prostaglandin E(2). Results: The patients included in this 
study did have a moderate to serious disease activity and impairment. In 
plasma, no changes of mediators of inflammation were observed. In blister 
fluid, however, significantly higher levels of IL-6 and TNF- . 
alpha, in the involved extremity were observed in comparison with 
the uninvolved extremity. Conclusions: This is the first time that 
involvement of mediators of inflammation in CRPS 1 has been so clearly and 
directly demonstrated. This observation opens new approaches for the 
succesful use and development of immunosuppressives in CRPS 1. 
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TI Increased production of nitric oxide stimulated by interferon-y from 
peripheral blood monocytes in patients with complex 



regional pain syndrome. 
AB This study examines immediate nitric oxide (NO) release from monocytes 
following interleukin-ip (IL-ip) , interferon-y 
(IFN-y) , and tumor necrosis factor 
-a ( TNF-a ) challenge in patients with 
complex regional pain syndrome (CRPS) . Study 

patients exhibited the following: (1), mechanical allodynia; (2), evidence 
of either vasomotor or sudomotor disturbance; and (3)/ concordant painful 
allodynia documented with quantitative sensory testing that was 
temporarily abolished with sympathetic block. Ten sxibjects (CRPS, N=5; 
control, N=5) were enrolled. Peripheral blood monocytes were challenged 
with 100 III of IL-1(3 (1 ng) , IFN-y (1 ng) , TNF- . 
alpha. (0.01 ng) , and normal saline (NS) and the resultant 
immediate NO release measured. Subjects with CRPS exhibited a 
statistically significant increase in NO release in response to 
IFN-y (P<0.012) compared with controls. The NO responses to 
IFN-y in excess of NS (P<0.025) and as the ratio IFN-y/NS 
(P<0.022) were also significantly increased. .COPYRGT. 2002 Elsevier 
Science Ireland Ltd. All rights reserved. 
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TI Neuroimmune alterations in the complex regional 

pain syndrome . 

AB This review focuses on some clinical aspects of the complex 
regional pain syndrome, such as oedema, local 

temperature changes and chronic pain, as a result of supposed neurogenic 
inflammation. Involvement of the immune system could imply the subsequent 
release of neuropeptides, pro- inflammatory cytokines and eicosanoids, 
which in turn leads to a complex cross -talk of primary and secondary 
generated mediators of inflammation. The development and application of 
drugs that act through selective receptor antagonism or enzymatic 
synthesis inhibition to prevent further stimulation of this cascade that 
could inevitably lead to chronicity of this disease are extensively 
discussed. .COPYRGT. 2001 Elsevier Science B.V. All rights reserved. 
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